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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )S Responsive to communication(s) filed on 24 September 2004 . 
2a)D This action is FINAL. 2b)|El This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) S Claim(s) 8-14,18,21-27.31 and 34 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) [3 Claim(s) 8-14,18,21-27,31 and 34 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) IZl The specification is objected to by the Examiner. 

10)^ The drawing(s) filed on 23 August 2001 is/are: a)D accepted or b)IEI objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )Q The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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1 ) □ Notice of References Cited (PTO-892) 

2) EJ Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) |3 Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 

Paper No(s)/Mail Date 08232001 . 
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DETAILED ACTION 
Formal Matters 

Claims 8-14, 18, 21-27, 31, 34 are pending and under consideration. 

Response to Amendment 

The rejection of claims 8-14, 18, 21-27, 31, 34 under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention because claims 8 and 21 are indefinite in that they are drawn to 
methods using peptides of at between at least 18 and 100 amino acid residues, while SEQ ID 
NO: 1 is 18 amino acids long, has been obviated by Applicant's amendment and is thus 
withdrawn. 

New and remaining issues are set forth below. 

Drawings 

The drawings are objected to because they are misnumbered. The drawing labeled as 
Figure 1 corresponds to the Description of Figure 2, and the drawing labeled as Figure 2 
corresponds to the description of Figure 1. Figure 3 is not numbered. Corrected drawing sheets 
in compliance with 37 CFR 1.121(d) are required in reply to the Office action to avoid 
abandonment of the application. Any amended replacement drawing sheet should include all of 
the figures appearing on the immediate prior version of the sheet, even if only one figure is being 
amended. The figure or figure number of an amended drawing should not be labeled as 
"amended." If a drawing figure is to be canceled, the appropriate figure must be removed from 
the replacement sheet, and where necessary, the remaining figures must be renumbered and 
appropriate changes made to the brief description of the several views of the drawings for 
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consistency. Additional replacement sheets may be necessary to show the renumbering of the 
remaining figures. The replacement sheet(s) should be labeled "Replacement Sheet" in the page 
v header (as per 37 CFR 1.84(c)) so as not to obstruct any portion of the drawing figures. Tf the 
changes are not accepted by the examiner, the applicant will be notified and informed of any 
required corrective action in the next Office action. The objection to the drawings will not be 
held in abeyance. 

Sequence Rules 

When a sequence is presented in a drawing, regardless of the format or the manner of 
presentation of that sequence in the drawing, the sequence must still be included in the Sequence 
Listing and a sequence identifier ("SEQ ID NO:X") must be used either in the drawing or in the 
Brief Description of the Drawings. See MPEP § 2422.02. In the instant application, a sequence 
identifier must be used for the sequences appearing in Figure 1(a) (mistakenly labeled Figure 2, 
see supra). 

Appropriate correction is required. 
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Specification 

The Specification is objected to due to the use of hyperlinks, for example, on page 8, line 
9. Applicant is advised that embedded hyperlinks and/or other forms of browser-executable code 
are impermissible and require deletion. The attempt to incorporate subject matter into the patent 
application by reference to a hyperlink and/or other forms of browser-executable code is 
considered to be an improper incorporation by reference. See MPEP 608.01(p), paragraph I 
regarding incorporation by reference. This objection can be obviated by deleting the http:// 
portion of the web address, thus disabling the hyperlink. 

Claim Rejections - 35 USC § 112 first paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 8-14, 18, 21-27, 31, 34 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for a method of activating CFTR protein in vitro, does not 
reasonably provide enablement for a method of activating CFTR protein in vivo. The 
specification does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the invention commensurate in scope with these claims. 

The claims are drawn to a method of activating a CFTR protein by application of a 
peptide of either SEQ ID NO: 1 or 2. The claims are not limited to in vitro use, and thus the 
claims as written encompass in vivo administration of the peptides. However, the specification 
does not adequately teach how to effectively administer the peptides in vivo. In vitro studies 
have not correlated well with in vivo results. Since the therapeutic indices of biopharmaceutical 
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drugs can be species- and model-dependent, it is not clear that reliance on the in vitro data 
accurately reflects the relative efficacy of the claimed method of activation. Pharmaceutical 
therapies in the absence of in vivo clinical data are unpredictable for the following reasons; (1) 
the protein may be inactivated before producing an effect, i.e. such as proteolytic degradation, 
immunological inactivation or due to an inherently short half-life of the protein; (2) the protein 
may not reach the target area because, i.e. the protein may not be able to cross the mucosa or the 
protein may be adsorbed by fluids, cells and tissues where the protein has no effect; and (3) other 
functional properties, known or unknown, may make the protein unsuitable for in vivo 
therapeutic use, i.e. such as adverse side effects prohibitive to the use of such treatment. See 
page 1338, footnote 7 o f Ex parte Aggarwal 23 USPQ2d 1334 (PTO Bd. Pat App. & Inter. 
1992). The CAFC decision (Genentech Inc. v. Novo Nordisk, 42 USPQ2d 1001, 1997) 
expressly states that: 

"When there is no disclosure of any specific starting material or of any of the conditions 
under which a process can be carried out, undue experimentation is required; there is a 
failure to meet the enablement requirement that cannot be rectified by asserting that all 
the disclosure related to the process is within the skill of the art. It is the specification, 
not the knowledge of one skilled in the art, that must supply the novel aspects of an 
invention in order to constitute adequate enablement". 

The test of enablement is not whether any experimentation is necessary, but whether, if 
experimentation is necessary, it is undue. See In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404. 
The factors to be considered when determining whether there is sufficient evidence to support a 
determination that a disclosure does not satisfy the enablement requirement and whether any 
necessary experimentation is "undue" include, but are not limited to: (1) the breadth of the 
claims; (2) the nature of the invention; (3) the state of the prior art; (4) the level of one of 
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ordinary skill; (5) the level of predictability in the art; (6) the amount of direction provided by 
the inventor; (7) the existence of working examples; and (8) the quantity of experimentation 
needed to make or use the invention based on the content of the disclosure. 

Given the breadth of claims 8-14, 18, 21-27, 31, 34 in light of the predictability of the art 
as determined by the number of working examples, the level of skill of the artisan, and the 
guidance provided in the instant specification and the prior art of record, it would require undue 
experimentation for one of skill in the art to make and use the claimed invention. 

Claim Rejections - 35 USC § 112 second paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 8-14, 18, 21-27, 31, 34 stand rejected under 35 U.S.C. 1 12, second paragraph, as 
being incomplete for omitting essential steps, such omission amounting to a gap between the 
steps. See MPEP § 2172.01, for reasons of record set forth in the Office Action of 6/25/2004. 
The omitted steps are: In claims 8 and 21, the claims recite that the open probability of the 
channel formed by the CFTR increases by at least 25% (and the dependent claims recite that the 
increase in open probability from 50-200%), however, there is not a measurement step, or a step 
wherein the open probability in the presence of the peptide is compared to the open probability 
of a control, or the open probability in the absence of peptide. Claims 9-14, 18, 22-27, 31, 34 are 
rejected insofar as they depend on claims 8 and 21 

Conclusion 

No claim is allowed. 
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Advisory Information 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joseph Murphy whose telephone number is (571) 272-0877. The 
examiner can normally be reached Monday through Friday from 7:30 am to 5:00 pm. A message 
may be left on the examiner's voice mail service. If attempts to reach the examiner by telephone 
are unsuccessful, the examiner's supervisor, Brenda Brumback can be reached on (571) 272- 



The fax number for the organization where this application or proceeding is assigned is 
703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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Joseph F. Murphy, Ph. D. 
Patent Examiner 
Art Unit 1646 
November 15,2004 
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